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By immunohistochemistry, p75MTR alone was strongly expressed in 
TUNEL+/Bcl2- MrMo.oc^^^^ of the regressing outer root sheath, but 
both p75iSiTR and TrkB and/or TrkC were expressed by the 
nonregressing TUNEL-/Bcl2+ secondary hair germ MratMpe^^ 

Following engraflment, TNF-R-positive cells (i.e. p5S by keratinocytes; |J ~# 
p75 by epidermal dendritic cells) were identified throughout the 

is. 



UADE. specifically binds to the cell-death domain of p75NTR. 

Furthermore, p75NTR regulates R|ioA activity to mediate filopodial 
dynamics. 

This study suggests that p75NTR may be a promising antisense target 
in the treatment of ALS . 

This up-regulation of bradyMoM binding sites did not occur in neurons 
from mice lacking p75NTR or in neurons from wild-type mice treated 
with p75NTR-blocking antibody, indicating that tyrosine kinase 
receptors alone are not sufficient to trigger this physiological neuronal 
response. 

Concepts i:r:pi:'?nent£sti>.r. Thus, p75NTR Induces death regardless of the presence or absence 

of TrkA expression. 

This expression of p75ISITR by epithelial target cells required HTrl but 
not adult innervation. 

In transfected cells, p75NTR activated RhoA, and neurotrophin 
binding abolished RhoA activation. 
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The in vivo kinetics of appearance of p75 binding activity paralleled pj 
the accumulation of .R? mRNA. 

We now report that at least some mouse p75 appears to exist as a |p| 
disulfide-linked heterodimer with a subunit of Mr 22,000 (p.22). 

Furthermore, they are also consistent with the putative role of f^ecdm 
in signaling events promoted by p75NTR during mouse nervous 
system development. 

Overall, our results indicate an essential role for p75NTR in supporting [J 
NGF-triggered TrkA. signaling pathways mediating neuronal survival in 
hippocampal MMons. 

Recently, Necdjn and other MAGE proteins were found to interact in |p] 
vitro with the intracellular domain of the p75NTR neurotrophin receptor, 
but this interaction has not been validated in vivo. 

The neurotrophin-3-induced cell migration was also observed in J[ ~# 

Schwa on . cells isolated from sciatic nerves of p7SNTR-/- mice, 
indicating that n.furotropM?)„3 enhances ceil migration through TrkC, 

On the one hand, p7SNTR provides a positive modulatory influence on |J| 

l).€?!?:ve.S.roM^^ iHf^ f) signaling through the high affinity 

neurotrophin receptor TrkA., and hence increases UQf survival 
signaling: 

RNA analysis revealed that NGF mRNA was expressed in the pregnant ^ 
uterus on day 7.5 p.c, mainly in the decidua, but it could not be 
detected in the EPC. p75NGFR mEMA was expressed in the EPCs, 
whereas TrkA !I?R.^A was not detected in the placental tissues 
throughout day 7.5 to 10.5 p.c. We therefore conclude that maternally 
derived NGF may play a role in mouse placentation by promoting the 
giant-cell transformation of trophoblast cells through p7SNGFR. 

The possible role of p75 in the enhanced response to EGF seen in c- |J| ^ 
src overexpressers is discussed. 

Identification of tuoxPl. necrosjs (IMF) amino acids crucial for ^ 
binding to the murine p75 INF mC'Btptor and construction of receptor- 
selective mutants. 

The zinc finger protein URW (neurotrophin receptor interacting factor) Jf. 
was originally identified by virtue of its interaction with the neurotrophin 
receptor p75NTR and its participation in embryonjc apoptosis. 

top 

In vitro, M.yrotmgM?)..! binding to p75NTR increases neurite length i^j 
and filopodial formation of immunopurified subplate M.ui«>ns, 
suggesting a role for p7SfSiTR in subplate groMh cone morphology 
and function in vivo. 

Gene expression for p7SNGFR was detected in late-meiotic jpj 
spermatocytes and early spermatMs and was found to be co- 
expressed with trkB and trkC, two tyrosine kinase receptors, 
commonly regarded as the high-affinity receptors for brain-derived 
neurotrophic factor and neurotrophin-3. 

Neurotrophin effects on neMrofelaMo*^ cells: correlation with trk and l^j -4?- 
p75NTR expression and influence of Trk receptor bodies. 

Co-expression of MADE and p75SMTR induced casj5ase72 and 

activities and the fragmentation of nuclear DNA in 293T 

cells. 

In Chinese hamster ovary cells, inhibitors of the MEK/ERK and g|38 
MAP kinase pathways uncovered distinct signaling pathways required 
for the constitutive and stimulated shedding of p75NITR. 
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We now show that nerve growth factor but not bramrderived 
i)®M.r?5trop.yc factor or MAI.rMrQj>hJnr3 selectively increases the 
expression of bradykirfiin binding sites on cultured dorsaLroot 
SM?.9.!)<>j>. neurons from adult mouse via p75NTR. 

However, in contrast to WIdS mice, in IL-6 (-/-) mice we observed the -4- 
characteristic lesion-induced invasion of macrophages and the 
upregulation of low-affinity neurotrophin receptor p7S (p75LNTR) 
mRNA levels identical to those o^iLSi-^M mice. 

In contrast, overexpression of B.abll mutants impaired the transport IBj ^ 
of ClaMInd, but not LDLR and p75NTR. 

In this report, we provide evidence that NGF and BOfSiF have jjj 
functionally antagonistic actions on sympathetic neuron growth and 
target innervation, with NGF acting via JrfeA to promote growth and 
BDNF via p7SNTR to inhibit growth. 

is essential for sympathetic neuronal death induced by NGF |J ^ 
withdrawal but not by p75 activation, 

p75 neurotrophin receptor signaling regulates growth cone filopodial jj] 
dynamics through modulating RhoA activity. 

Nerve growth factor regulates the expression of bradyMnyi binding |J ^ 
sites on adult senso^^^^^^^ the neurotrophin receptor d7S . 

Aotlbo^fMs that block binding of NGF to the p75 receptor prevented jjj ^ 
NGF-induced RFrkapg.^B activation and reduced the NGF survival 
response to the same extent as superrepressor IkappaB-alpha. 

Furthermore, p75 mutant neurons display reduced levels of activated 
EhPA compared with wild-type counterparts, consistent with the 
enhanced filopodial lengths observed on mutant growth cones. 

Despite the reduced neurotrophin transport, cholinergic neurons of |J| 
p75 nerve growth factor receptor-deficient mice were larger than 
controls and had an apparently normal density of immunostaining for 

lr?)MU?).^g^:^AipJt?J.i^ of MYB proteins with an antiserum specific for |pj 
exons 8 and 9 revealed a 74 kDa protein which co-precipitated and 
appeared to be complexed with p75 in normal hematopoietic cells and 
with the 48 kDa product of v-myb in leukemic cells. 

Both exogenous and autocrine SDNF mediate this effect via p7SNTR jjj 
because (1) BDNF does not inhibit growth of . neurons lacking p75NTR, " 
(2) function-blocking p75NTR Mfj^M*®J5. enhance NGF-mediated 
growth, and (3) p75NTR-/- sympathetic neuron^ grow more robustly in 
response to NGF than do their wild-type counterparts. 

Mol. Cell. Biol., 11, 5113-5124), and that its phosphotyrosine content is pj .j^. 
increased cooperatively by c-src overexpression and EGF stimulation. 
p75 is rapidly (within 2 min) phosphorylated on tyrosme upon EGF 
treatment and undergoes a second, prolonged phase of tyrosyl 
phosphorylation from 7 to 21 h after EGF addition, suggesting that 
tyrosyl phosphorylation of p75 is important for late as well as early 
events following EGF receptor activation. 

The p75 neurotrophin receptor influences ^.1-3 responsiveness of [R 
sympathetic njSM.rons in vivo. 

The p75 neurotrophin receptor has been implicated in neurotrophin B ...t^. 
binding and signaling for both N<3F and NT3. ' ' 



Surprisingly, most sets of trkA-dependent sensory innervation are 
suppressed by trkB perhaps interacting with p75. 



iOp 
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In addition, necdJa and fMSErSl interacted with the p75 p{ 
neurotrophin receptor via its distinct intracellular domains. 

Levels of nerye groMft fa^^^ and MMmiroph.inr.S are affected Ipj ...f. 
differentially by the presence of p75 in sympathetic neurons in vivo. 

In the presence of a mild detergent, the Fgr was co- jpj ...f^. 

immunoprecipitated with a 75 kDa protein (p75) and several other 
molecules expressed on the cell surface membrane. 

Both antibody were found to synergize on 4AS cells, as a result of a |p] ^ 
cooperative mechanism in which 33B3.1 blocks the formation of the 
high affinity complex hence allowing TU27 to bind with higher affinity, 
and TU27 blocks IL-Z binding to the fiTS chain. 

We describe a novel 75 Kd sequence-specific cytoplasmic factor (p75) jpl 
that binds selectively to a 83-nucleotide 3*-untranslated region of gl 
mBNA and did not bind to the 5'UTR, the coding region of the R2 
message or to the 3'UTRs of other mRNAs (from c-myc, jSM-QSF and 
the iron responsive element from the transferrin receptor mRMA), or 
to the homopolymer poly(A) sequence. p75-RNA binding activity, which 
requires new protein synthesis, is not present in untreated cells, but is 
induced following TGF-beta 1 stimulation. 

P75 interacts with the Noso.receptor as a co-receptor for Nogo, MAG Bj 
and OMsi?.. 

In contrast, both gSS and p75 mAbs individually blocked development Hi ™J 
of skm necrosis in mice treated with murine IMEr^JsM- 

GM-6001 also inhibited the release of soluble JNf receptor ( p7S) from Hj 
peripheral blood mononuclear cells stimulated with endotoxin and/or ^ 

Quantitative RT-PCR analysis further showed that upregulation of TOF^ Bl ...f. 
ajgM transport was related to increased expression of mRNA for pM 
and p75 receptors. 

Results indicated that both PSS and P75 receptors are required for B| 
FBI-induced hepatotoxicity and TOFaipha plays an important role in 
such response in mouse Myer. 

In contrast, bram-denved ne^jrotrophic factor (8Df^F) binding to B -Jt 
p75 resulted in an equivalent level of apoptosis in sif^uroos expressing '^^^ 
Cre, GPP, and uninfected cells. 

This study tests the specific role of |?55 and p75 receptors in mediating 
the transport of IMF-^lSf^M across the blood-spinal cord barrier 
(BSCB) after SCI by compression. 

In ob/ob mice, and fiTS tumor necrosis factor-alpha receptors Bj ^ 
(TNFRs) act cooperatively to induce PAM mBNA in most tissues, 
including the adipose tissue, kidney, heart, and liver. 

induces lL-2 receptor p75 beta-chain gene expression and IL-2- p| 
dependent proliferation in mouse T jymphocytes^^ 

These data suggest that the amino terminal region of the IL 2 molecule Bj ..-t^. 
interacts with the p75 chain of the LL.2. receptor. 

Deletion of INFR2 (p75) did not have an effect; deletion of .TNFRl ■ -f. 
fe55) reduced the diffuse microglial staining for MHC1-IR but did not 
abolish the MHC1(+) microglial nodules. 

Nerve growth factor (NGF), bmMX:dorjved„ne^^^ B -Ji 

(BDMF), and Motrophi.nrl (uj-S) setectiveiy bind to distinct ^ 
members of the Trk family of tyrosine Mo.sise. r^^^^ but all three 

bind with similar affinities to the neurotrophin receptor p75 (p7SNTR). 

These results suggest that mcSM and MAGE-GI target both E2F1. B ~ 
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and p7JS. to regulate cell viability during braio. development. 

Combined stimulation with IFN-gamma/LPS enhances p4Q 
secretion and induces |L-1 2 jpTS secretion by microgjja.. 

Two inhibitors of anti-CD3 induced TNF release; steroids and 
peotoxgfyMJne both reduced TNF levels and P7S levels without 
affecting P5S levels. 

ILrlZ dimer formation appears to be reduced by NAC also in vivo, 
because pretreatment with NAC (1 g/kg, orally), before LPS injection in 
mice, inhibited peak IL"i2 p75 serum levels without affecting those of 



top 



The detection of p75 receptors in the mfsseoc^^ implies that B| 
neurotrophins are likely to exert effects during morphogenesis of 
mesodermal tissues and that separate signals are likely to direct 
neuronal versus nonneuronal expression of the p7S gene. 

TU27, a mouse fgGI mAb directed at the p75 chain of the human IL- Bj ^ 
2R, was analyzed for its ability to interact with binding on isolated 
p75 chains (YT-2C2 cells) and high affinity p55/p75 receptors (human 
alioreactive T cell clone 4AS), to inhibit IL-2-induced proliferation (4AS 
cells) and to cooperate with an anti-p55 chain mAb (33B3.1) for 
inhibiting !L-2 binding and proliferation. 

Previous studies have indicated that high-affinity IMflfey.kyiS ffl 
receptors (IL-2R) are comprised of at least two distinct noncdvalently 
associated subunits of Mr 55,000 (gSS) and Mr 75,000 (p 7S ) . 

These results indicate that the level of p75 is integral in determining the Ip] ^ 
level of sympathetic MGF and that MGF competes with NJZ by 
increasing the expression of g75 and decreasing the expression of 

trkC. 

In addition, our findings reveal several distinctive features of p75 pj ...f. 

IXlSNA and trkA. mR.NA expression in sympathetic neurons compared 
with sensory neurons and provide a plausible explanation for previously 
observed differences in the effects of a p75 null mutation on the 
response of sensory and sympathetic neurons during eoxfiryo.nic and 
postnatal development. 

Furthermore, although no endogenous lL-:2 production was detected, IB ^ 
pZS was readily cross-linked to gS5 for EL4J-3.4, a s?S5 transfectant of 
E'Cithat bears high affinity IL-2R. 

Mutation of Asp20 in human mfetteJMa?.?. QLrZ) to Lys is known to p[ ...f. 
result in an iL-2 molecule with unchanged binding to the p55 subunit 
of the iL"2 receptor , but with greatly decreased affinity for the p75 
subunit (Collins, L., Tsien, W.-H., Seals, C. et al. Proc. Natl. Acad. Sci 
USA 1988. 85: 7709). 

Soluble tyniotMcro^^^^ (IMF) receptors |?S5 and pJS and Ijp] 

mterleuklo.-^^ downregulate TOFr^ijpM activity during the hmg^ 
response to ^illm, particles in NMRI mice. 

We tested the hypothesis that p75 is involved in this sympathetic B ^ 

sprouting by comparing sprouting following scJatLc fser^^^^ cut in wild- ^ 
type (GDI) and p75 knockout mice. 

Antibody-mediated blockade of .CD12.9J. {p33) completely inhibited jPj -tfc 
N02- expression in response to IMFajgha, whereas blockade of 
CD12Db (p75) reduced N02-accumulation by approximately 50%. 

TNFR"i ( pSS) and Fas share a death domain which is critical for 
apoptosis signaling whereas TNFR-p55 and JMFR?2 (p75) can 
activate MF-l<i?PP<|B leading to anti-apoptotic proteins expression such 
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as A1. 

Specific antibody-mediated aggregation of CD1203 ( pSS ) induced ig| -tL 
N02- accumulation in culture supernatants and MQS mRNA 
expression in &mcropjxag??*. lysates, whereas cross-linking of GDI 20b 
(eis) had a minimal effect. 

In the ob/ob mice, the absence of p55 caused a significant |J 
improvement in insulin sensitivity. p75 deficiency alone did not affect 
insulin sensitivity but might potentiate the effects of |>§5 deficiency in 
animals lacking both TNFRs. 

Specific ligation of .CD120a (gs55) with either (i) human Thjf ajpM or (ii) jpj ^ 
by incubation with mouse TiNlFMs following pretreatment of 
Macrophages with blocking concentrations of anti-CD120b (p75) 
antibody resulted in a similar reduction in N02- production in response 

to TNFalpha . 

We thus studied the effect of rsduc.©<i gf^^^^^ (GSH) and N- Bl r£ 
acetyl-cysteine (NAC) on |L7l2 fi75 production by human THP-1 cell 
stimulated with lFMr.a^.?X?m??- and Staphylococcus aureus Cowan strain 
I (SAC), using ELISAs specific for jL-12 p75 or the g40 subunit. 

Animal experiments comparing the tetravalent and bivalent pSS fusions B| 
and the effects of the CHI domain did not show significant differences ^ 
in their ability to protect mice from endotoxin-induced lethality, although 
the pSS fusion proteins appeared to be more protective than the p75 
fusion proteins. 

The similarity of the relationship between this intramembrane p75 jpj 
and/or LvgC and the cytoplasmic Pgr to the relationships previously 
reported between T cell antigen receptor complex including CD4 and 
CDS coreceptors, and Lck or Fyn in T cells and between surface IgM. 
and Lyo or Bik in B cells suggested that the Fgr and p75 or Ly6C are 
indeed associated each other and responsible for recognition of 
extracellular substances (either cellular or non-cellular) and for signal 
transduction. 

While alpha pSS injected i.c.v. induced a marked elevation in CS and jS ^ 
I.LrS, alpha pfs induced CS (although less than alpha gSS) but no ILS, 
rmTNF, which binds both receptors, was more potent in inducing iL-i 
and CS than injection of rhTNF, which in mice binds only {j55, 

top 

TrkA and mitogen-activated protein kinase phosphorylation are H) 
enhanced in sympathetic neurons lacking functional p75 neurotrophin 
receptor expression. 

Overexpression of RaMB mutants inhibited the cell-surface transport B| ^ 

of LDLR . but not p75Nf R and Ciaudir^-I . . 

These data indicate an initiating role of ceramide generated by ixe^ytral jpj 
sphjngonr^yefj&^ase In the diverse neuronal responses induced by 
binding of neurotrophins to p75. 

The role of the p75 nerve growth factor receptor in the retrograde S 
transport of n^urotroplM.ns in the adult CNS was investigated by ' 
comparing the transport of 1251-labeled M.uiofropjiMxs by normal and 
p7S nerve growth factor receptor-deficient cholinergic 
septohippocampal neurons.. 

Human IMFaigha binds to and activates the murine p55 receptor, but p] 
not the p75 receptor. 

Tymor necroys (TNF) promotes multiple aspects of allograft H] ..sf - 

rejection via binding to type 1 {p55) and type 2 (p75) receptors. 

The only molecular mechanism proposed thus far to explain this effect U 
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is the process of "ligand passing," whereby IMF is concentrated at cell 
surfaces by binding to p75 and then following dissociation from this 
receptor class binds with high efficiency to pSS . 

Receptor binding studies suggested that neutralization resulted from |J ^ 
cA2 blocking of TNF binding to both p55 and p7S TNF receptors on 
the cells. 

Studies on the formation of high-affinity iL«2 binding sites of an ..s^. 
XM^.g?^&r p55 + g75 heterodimeric complex: functional importance of a 
determinant on the gSS subunit defined by a monoclonal antibody AHT- 
107. 

Moreover, the effect of cAMP on lLr2 binding to p75 subunits is post- jjj 
transcriptional, because the steady state levels of e75 mRNA 
expression are not altered within a time interval that produced nearly a 
50% reduction in p7S binding. 

The aim of this work was to study the relative role of the two TNF |p| ~# 

mmj>t<>r3 (pS5 and p7S) in the central actions of TNF, studying the 
elevation of serum cortkcos^^^^ (CS) and \LS.. levels after injection 
of recombinant murine (rm)TNF (intracerebroventricularly (i.c.v.)) in 
normal or p55-deficient (pBB -/-) mice. rmTNF induced high serum gL-6 
levels and doubled serum CS in normal mice, whereas no elevation of 
serum \LS or CS was induced in g>§S mice. 

Inhibition could be mediated by either the p75NTR or TrkA receptor. IJj 

Primary olfactory axorss form ectopjc glomeruli in mice lacking p] 
p7SNTR. 

Apoptosis induced by p7SNTR overexpression requires Jun kinase- ffl -Jt 
dependent phosphorylation of Bad. 

At birth, and at 6 weeks of age, afferent fibers are intensely IB -Jt 

immunoreactive for both p75NTR and TrkC. 

High-dose HQf may induce cytoplasmic relocation of the rece^stor jj] 
TrM and axonal growth arrest independently of p75NTR. 

After a perinatal switch, however, M^.rMLceljs in whiskers of newborn H] -s^. 
mice are immunoreactive for p75lsiTR, TrkC and NT-S. 

The aim of this study was to determine whether neural precursors in p] 
vivo show cell cycle phase-dependent changes in expression of 
p75NTR and Ret- 

However, no promotion of neuronal commitment by BDNF was jB ^ 

observed in the neural precursor cells from mice carrying a mutation in 
the p75SSfTR gene. 

These observations suggest that neurotrophins regulate filopodial S — 
dynamics by depressing the activation of RhoA that occurs through ^ ' 
p75NTR signaling. 

top 

We have studied disease progression of hS0D1 (G93A) mice in the jB 
absence of the p75NTR receptor and we monitored histological 
changes in the ventral spinal cord. 

The common neurotrophin receptor (p75NGFR) can signal in vitro jpj ^ 
through activation of the c-Jun N-terminal kinase (JNK) pathway and 
nuclear translocation of NFKappaB. 

When the same series of tumor cells were injected into the flanks of ip] ^ 
SCID. mice, the growth of prostate tumors was suppressed in proportion 
to increased p75NTR expression. 

Overexpression of this fragment in heterologous cells results in " 
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activation of Jun. kmase and induces Pro-caspase-3 cleavage, 
indicating that it activates p75NTR signaling cascades. 

We examined the hypothesis that hyperglycemia-induced changes in 
Cay-I expression and p75NTR signaling may contribute to altered 
neurotrophism in DPN by modulating SC responses to neuregulins. 

Cellular colocalization also revealed p75NTR immunoreactivity on 
neighboring blood vessels and ceils in the injured nerve, but not on 
activated GFAP+ astrocytes or alphaMbeta2+ microglia and 
macrophages. 

On the other hand, digoxigenylated 192lgG was found to be an 
excellent immunocytochemical marker for p75NTR as shown by double 
labelling including highly sensitive mouse antibodies directed against 

CMI. 

These data further reveal that an absence of p75NTR function in 
trigeminal sensoQf does not diminish their capacity for NGF 

dependent plasticity, namely trkA mRHA expression and collateral 
growth of central afferent axons. 

Explants cultured with glial-derived neurotrophic factor (GDfjF) 
exhibited a striking increase in the amount of p75NTR- and PGP 9.5- 
positive tissue outside the lobes, whereas GDNF-impregnated beads 
attracted neuronal precursors and influenced the direction of neurite 
extension. 

In this study, we show that overexpression of p75NTR in primary 
cortical neairons, in pMochromoc (PC12) cells, and in 

glioma cells results in activation of Jun kinase (JNK). accumulation of 
cytochrome c within the cytosol, and activation of caspases 9, 6, and 
3. 

Stimulated p75NTR shedding is abrogated in M2 mutant Chinese jpj 
hamster ovary cells that lack functional tumor necrosis factor-alpha 
converting enzyme (TACE, also referred to as ADAM 17) and in cells 
isolated from adam17-/- mice, but not in cells from adam9/12/15-/- or 

M<ijX?.lQ-/- mice. 

We report here that the spatial and temporal expression of p75NTR is |^ ^ 
included in Nff-Pdm. expression domain. 

Experiments with p75NTR-null mutant mice showed that immediate ...f^ 
Bh9. activation after SCI is p7SiSITR dependent. 

The p75 receptor for TNF and A?)i<?T.i?Ml.yMrilrf|?^^^^^ 1 Ipj 

have a negligible role in this toxic shock model. 

The promoter region of the murine p75 TN£.rscegto„r (TNFtR) was 
isolated from a mouse genomic DNA cosmid library. 

BDNF is present in the pineal gland during target innervation, and 
incoming sympathetic axons are p75NTR positive. 

In cultured neonatal sympathetic MA?.rons, .f>53 protsi.n levels are 
elevated in response to both NGF withdrawal and p75NTR activation 

We show that p75NTR is expressed at highest levels in the region of 
the cereMllum where foliation is altered in 8DfSjF and NT3 mutants. 

Absence of p75NTR causes increased basal forebram cholinergic [Pj ^ 

M.y.ron size, cMltn^ Jcetyltran^^^^ activity, and target 

innervation. 

N.^rve.groMSt? f^^^^ blocks the glucose-induced down-regulation of ^ 
ca.veo)in-1 expression in Schwann. cMI^^^ p75 neurotrophin receptor 
signaling. 

top 
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Preliminary results suggest that upregulation of the soluble p75 IMF |g| ...f. 
r^J^ceptor may be one mechanism by which TMF.rafp.ha bioactivity 
reduction occurs. 

Reductions in p75NTR expression and subsequent caspase.r3 ^ 
activation in spinal cords were consistent with increased survival in 
antisense PNA-treated mice. 

Neurotrophms (NTs) bind to two different classes of cell surface ^ 
receptors, Trk receptor tyrosine kinases and p75NTR, both of which 
are expressed by ixeuroblas^^^^ cells. 

Here, we investigated whether and when the cholinergic neuroris of |^j ^ 
the nsostmtum which express TrkA and p75NGFR during early 
postnatal times, undergo p75NGFR-mediated death. 

Although neither TrkA nor p7SNTR was detectable in either HCC or |J| 
normal hepatic cells, TrkA was shown in the walls of tumor-associated 
M<>.rtes that contain abundant oejye.flbc^r^ 

Post-ganglionic sympathetic neurons from postnatal day 1 p75NTR ip| 
exon III null mutant (p 75(-/-)) and 129/SvJ mice were cultured in the 
presence of 50 ng/mL NGJF and analysed by WeMi^rn bloM^ 

When 70W cells were exposed to aMlsej)se .& |J ^ 

directed against p75NTR mRNA, there was a reduction in NGF and 
HJ:^, binding, and the neM^^trojJtU??.^ failed to enhance Matrigel 
invasion. 

To investigate this further, we examined the consequences of jjpj »^ 

peripheral immune stimulation without specific autoasijcien in wild-type 
or transgenic (termed GF-IL12) mice with astroc^e production of the 
bioactive iL-12 p75 heterodimer. 

We measured APP products and mRNAs for NGF and its low-affinity jpj ...t|. 
receptor p75 in 1 0-month-old Tg2576 whole b^m after dietary 
propentofylline (PPF) or acstyi-L-ca (ALCAR) for 4 weeks to 

induce ^J.GF- or p75-expression, respectively. 

Enhanced tyrosyl phosphorylation of p7S is also seen when cells ^ ~J?. 

overexpressing Cr.??K.are treated with platelet-derived growth factor 
(PDGF), but significantly less phosphorylation is observed with insulin 
and fifarobjast growth factor (FGF). 

In order to gain insight into specific roles for TrkC NC2 receptors during |J| ^ 
CNS neurogenesis, we compared its distribution with that of its catalytic 
counterparts and the p75NTR receptor in in vivo and in vitro model 
systems of early and late neuronal differentiation. 

Using antisera that recognize undifferentiated neural-crest-derived cells |^ ^ 
(p7SNTR) and differentiated neurons (PGPSJ), we examined the 
colonisation of the murine large intestine by neural-crest-derived cells 
and the development of the myenteric and submucosal plexuses. 

We have used immunofluorescence techniques with a panel of |pj 
antibodies against known M.urglrophjn (trk A, trk B, trk C, 

p75NTR) to map the locations of these receptors in the developing 
neuromuscular system of mice from our M.yicttrophMrS (MJrS) 
knockout colony. 

Comparisons of .cMf?jtoM?X..9<?M*^^^^ immunoreactivity in |J ^ 

the dorsal horn revealed that the area occupied by DRG central 
processes was not significantly different between p75NTR 
hypomorphic mice and wild-type siblings, or between NGF transgenic 
mice with either hypomorphic or normal expression of pfsisiTR. 



in these mice, cells expressing cholinergic neuron markers, such as 
choline acetyltransferase, vesicular acetylcholine transporter and p75 
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low-affinity NGF receptor, were markedly reduced in the basal 
fo.rebrajn, whereas other cholinergic neurons including brain stem and 
spinal motor neurons expressed the markers. 

Studies from this laboratory have shown that the interstitial population [J 
of mesenchymal cells in fetal and newborn mouse tsstis express the 
p75 neurotrophin receptor (p75NTR, formerly known as the low-affinity 
nerve growth factor receptor); part of the cell population progressively 
congregates around teEtjs cords, later to be replaced by contractile 
peritubular myoid cells, which express SMoMlLmMS^J?.!^ cell markers. 

In both animal models absence of p7SNTR led to a twofold, early jpj -t^. 
increase in the number of CD3+. 

To a lesser extent, p75 decreases Abeta peptides, possibly via jp| ...t^. 

peptidases since sAPPalpha level is not changed. 

No significant changes in UqR mRNA levels were observed in Jlm|>x |p| * -t^- 
where the increase in p75 level can be correlated with the cell death of 
oligodendrocytes. 

Analysis of a n&uraj crest marker, p75 . in rae28-deficient mice |J ~Ji 

revealed that the muraj cmst cells begin to ectopically express Hoxb3 " 
after leaving the hiMfetraJn. 

top 

Mice with a targeted deletion of the low-affinity neurotrophin receptor [Jj -Jt 
i>75 (p75-/-) exhibit a 50% loss of large- and small-diameter sensory 
a^MOj).?* in the .clorMl.mPLS^inslLoiK. 

Low-affinity nerve grovirth factor receptor {p75NGFR)- and chojme 
sc&iyltrans^^^^^ (ChAT)-immunoreactive axons in the CMf^.bMf 
cortex and hippQcaoipAJS of adult macaque monkeys and humans. 

In contrast, exacerbated pulmonary inffamMstjoj). and dramatically U ^ 
increased endotoxin induced serum TNF levels in mice lacking p75 
suggest a dominant role for p75 in suppressing TNF-mediated 
inflammatory responses. 

The induction of p75NTR expression in mature degenerating spinal |^ 
motor neurons of humans and transgenic mice with a.myMroj^hfe 
Mteral sde (ALS) suggests a role of p75NTR in the progression 

of mMQr,ri«?.y.rojx.dis^ (MND). 

During cyclophosphamide-induced follicle dystrophy and ajoj^ecia, -s^. 
massive keratinocyte apoptosis occurred in the entire proximal hair 
bulb, except in the dermal papilla, despite a strong up-regulation of Bm 
and p75NTR immunoreactivity. 

Here, we demonstrate that mice exposed to CSH from P3 to P33 B 
followed by normoxia from P33 to P75 continue to exhibit a locomotor 
hyperactivity that resembles behavioral changes observed in some 
human children with very low birth weights. 

Next, we examined the role of the p7S neurotrophin receptor (p75NTR) |p] ^ 
in Rho signaling. 

Mutants in the BDHE. receptor gene trkB and antibodies to its second |J] ^ 
receptor p75NTR have been used to determine the receptors and cells 
involved in this response. 

The cheniical properties of p7S and its expression by the cell types so Hj 
far examined indicate that p75 is a possible candidate for the guinea- 
pig homologue of the murine LyM antigen. 

Moreover, neuroprotection by HG? against glutamate toxicity was I® ^ 
abolished in p75NTR-/- neurons, and the expression of bca-2 and bci- 
xl was markedly reduced as compared to wildtype cells. 
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The immunoreactivities of NPY, tyroMi[?.^. hydr^^^^ and p75 low ffl| 
affinity NGF receptor in nerve terminals within the mesenteric artery 
were also reduced, whereas that of the smf>or^.mM^)l neuropeptide, 

caici!;onjn..gene.f^^^^ less affected. 

Indeed, expression of CR83 or of a chimera containing the extracellular B[ -4:- 
domain of the neurotrophin receptor p75NTR and the transmembrane "'^^ 
and cytoplasmic domains of CR83 led to a slower development of 
functional tight junctions in Madin-Darby canine kidney cells. 

The segregation of polymorphic alleles at and around loci for B 
p75NGFR, JEM, IBKS, BDNF, and familial dys.mtpmmm. (another 
hereditary sensory neuropathy having features in common with HSN II) 
virtually excluded these genes as the cause of HSN II in this family. 

Nerve growth factor (NGF), nfiMrolC<!l>fe!f?-3, nj.u.rotrop.hin,'r4, and jpj ^ 
brain-derived neurotrophin exert their survival effect by binding to two 
transmembrane receptor types: trk receptors, which exhibit binding 
specificity, and the p75NTR receptor, which binds all .nsu.r<ptropMns, 

In studies aimed at identifying and characterizing pp60c-src substrates Bj 
that participate in the enhanced mitogenic response to epJcfM-OMl. 
<3rowth factor (EGF) observed in murine C3H10T1/2 flbroibias^^^ 
overexpressing c.-src, we have identified a 75-kDa protein (p75) whose 
properties are consistent with those expected of such a substrate. 

p75 neurotrophin receptor mediates neurotrophin activation of Nf.r. jpj -tl 
MPM.B and induction of MOS expression in PI 9 siewrofi.s. 

Conversely, mouse aMto^^fes do not express |L*1.2 |>1S mEHA and 
do not secrete ILrlZ p75 under any condition tested. 

These neurons express the 75-kDa low-affinity neurotrophin receptor p| _J 
(p7SNTR) and cholmft acetvltransferase (CHAT), both proteins are 
specifically expressed by neonatal and eMferyonJc mot^^^^^ 
vivo. 

In this study, the authors used mice that overexpressed NGF (NGF- B{ 
OE) or MIS (NT3-0E) in skin and mice that lacked ^75 (fi75(-/-)) to 
understand the dynamics of sympathetic neuron response to each 
neurotrophin and to address the role of g75. 

NT-S/T rkC and NGF/TrkA signaling stimulate HF development, while p| ...t§t 
MIrl, NJA and BDNF inhibit the growth (anagen) of mature HF by the 
induction of apoptosis-driven HF regression (catagen). p75NTR 
stimulation inhibits HF development and stimulates catagen. 

top 

The purpose of the present study is to examine the effect of mjf on Hj 
p75 gene transcription. 

Staining of the dorsal horn of the spinal cord for CGRP and IB4 was p] ^ 
also normal in p75-/- animals. 

Here we show that the neurotrophin receptor p75 (p75(NTR)) is the ffij ^ 
signal transducing element for MAG. ~ 

In addition, high-fat diet-fed p75(-)/- mice had the lowest body weights S ^ 
and jeptin levels, and improved insulin sensitivity; 

The lesioned striatum in control-grafted animals displayed numerous |S ^ 
fi75 neurotrophin-ir (p75NTR) astrocytes, which enveloped host 
vasculature. 

4. The present findings suggest that p75 gene deficiency disrupt an H] 
allergic airway inflammation and AHR in mice by interfering type 2 """" 
helper T (Th2) cell responses. 



Although ^75 is structurally a member of the Fas/TNFR1 receptor 
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family, CBsm333.^^s not required for p75-mediated death, unlike 
other members of this receptor family. 

We show that the marked increase in p75 and trkA. mBNA expression pj ...f. 
that occurs between E11 and E13 in normal embryos takes place on 
time and to the same extent in NGF-/- eMbryos. 

This means that NGF-induced hyperalgss can occur in the absence |J ^ 
of the p75 receptor and suggests that the trkA receptor is sufficient to 
mediate the acute noxious action of NGF. 

During hair foHjcle (HF) morphogenesis, p75 neurotrophin receptor jjj 
(p75NTR:j reportedly is the first groMfLfactor receptor found to be 
expressed by those fiJsroblasts that later develop into the dermal 
papilla (DP) of the HF. 

We used quantitative reverse transcription (RT)/PCR to study the IJj 
regulation of p75 mSMA and irM mRJ^A expression in the developing 
sympathetic neurons of the mouse superior cervical sympM^MI.c 
&*msl?oo (SCG) in vivo and in vitro. 

Western blot analysis showed that a protein with an approximate |J| ^ 

molecular weight of 75 kDa (p 75 ) . which was distinct from Vn, existed 
in the nuclear fraction, and, more specifically, in the nucjearM<iiCM 
fraction, of NIH3T3 cells. 

In vivo, pilocarpine-induced seizures, previously shown to up-regulate |pj ...'j?. 
p75 expression and increase neurotrophin production, caused 
activation of caspase-rg and -3 and cleavage of poly(ADP-ribose) 
polymerase in p75-ex pressing hippocampal .neurorss. 

To examine the mechanisms that underlie the neurotrophin-induced, ipj ...t^. 
apoptosis-driven hair involution (catagen), the expression and 

function of p7S neurotrophin receptor (p75NTR), which is implicated in 
apoptosis control, were studied during spontaneous catagen 
development in murine skin. 

has the potential to stimulate the growth of some pM^.cre.^tic |pj 
c?3r5C©r cell lines, and this effect is mediated by the phosphorylation of 
tyrosine kinase receptor A and mitogen-activated protein kinase 
activation; it is dependent on the expression levels of tyrosine kinase 
receptor A and p75 receptors. 

MMmph?B?li^?^ expressed WGF and the NGF.recep^^ TrkA and p75 . |J 

cAMP regulation of lL-2 receptor expression. Selective modulation of |J 
the p75. subunit. 

Both p75 and p140 molecules are known to be involved in the [J 
formation of ^JGF. receiptors. 

The p75 protein, termed ZAM75 . exhibited DNA-binding activity in a IB Jr- 
zinc-dependent manner. 

The cells of the intercalated ducts showed p7S IR (sublingual) and Ifflt 

Tr|g?^JR (garoM.gfe^^ 

top 

Cells in lymphoid aggregates expressed both TNF-R, but with a B ^ 

predominant expression of p75 receptor. 

Monoclonal antibody defining a molecule possibly identical to the p75 S] 
subunit of Merjeukjn„2 receptor. 

Under conditions of low p75 expression, Lys-20 iL-2 could act as an Hi 
antagonist of wild-type iL-Z action. 

Using RT-PCR, we observed increased expression (2.4-fold) of INF |J 
receptor 2 Cp75J in the hygtothalamus of obese mice. 
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Etanercept is a fusion protein, composed of the Fc portion of IgGI and |p| 
the extracellular domain of the TNF receptor ( p75) . 

M5?>Mcjona! an^ specific for murine |?SS and p75 tumor ip| 

HMTOsLs f a.c^^ identification of a novel in vivo role for p75 . 

Finally, ovarbclpjTiy. caused bone loss in wt mice and in mice lacking -t^ 
p7S TNF receptor but failed to do so in mice lacking the pSS TNF 

Finally, secretion of the IL-12 p7S heterodimer was detectable by |J ^ 
ELISA from astrocytes treated with LPS plus IFMrS^mmj., but not with 
LPS alone. 

Neurotrophin receptor-interacting MAGE (NRAGE) is the most recently |p| 
identified p7.5 neurotrophin receptor (p75(NTR)) intracellular binding 
protein. 

By contrast, in double knockout mice lacking both |>S5 and p75 |J ^ 

receptors, the entry of (125)l-TNFalpha into bmm and spjoal coM was 
completely abolished. 

Cytotoxicity in L929 murine fibrosarcoma cells after triggering of |J| 
transfected human p.75 tumour necrosis factor (JMD receptor is 
mediated by endogenous murine TNF. 

The neurotrophin receptor p75NTR is the coreceptor for Mogc ...?fb 
lepeptpr, mediating growth cone collapse in vitro by MAG, oiX^^^Jm 
ollsodeod.ro^^ (QmgpX and 

Furthermore, we have shown that the insolubilised synthetic peptide ^ 
corresponding P-ITIM bound She, Lyn and the p75 and p 1 0 
unidentified tyrosine phosphorylated proteins. 

Furthermore, p75NTR/NADE-induced cell death was dependent on jp] 
NGF but not BD^JF, NJ-?, or NM/S, and the recruitment of NADE to 
p75NTR (intracellular domain) was dose-dependent. 

In p75(-/-) mice, no activated caspase!-3 was detected, and there was |jp| ^ 
a marked reduction in the number of dying neuron? after pilocarpine 
treatment compared with wild type mice. 

Transcytosis of 1251-TNF-aIpha across a monolayer of the cerebral ijj 
endothelial cells that compose the |>joMri>I«^lo.Mr^^^^ 
significantly reduced in the absence of functional p55 and p75 
receptors. 

PURPOSE: To investigate the distribution of p75 and p55 tumor |J ^ 

Mcrosis.M (IMFR) mRNA in normal mouse eyes and in 

mouse eyes acutely infected with McKrae strain herpes simplex virus 
(HSV). 

The effect of Jf^F alpha is mediated by two membrane receptors |p] 
carried on the surface of target cells (TNF-RI p55 and TNF-RII p75) 
which are released into the biological fluids (sv:?)ovial.M^ 
plasma). 

Furthermore, given the species-specific nature of the mouse p75 TNF |J -t^. 
receptor, it is assumed that the pathology induced by human TNF in 
these transgenic mice is associated exclusively with p55 TNF receptor 
signaling. 

To better understand the role of the p75 receptor in the events jj^ 
following nerve injury, we have compared apoptosis in injured sc(aj;(^. 
M.fy«s of adult mice lacking functional p7S receptors and Balb-C (wild- 
type) mice. 

top 

Both a nontumorigenic clone, B2BE2, and a tumorigenic clone, B2BE6, B ~ 
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expressed comparable amounts of gp185erbB-2, which became 
phosphorylated on ty.rosJrBe in response to treatment with the CtHerbS-:.? 
gp30 and p75 . 

Expression of the neurotrophin receptor p7S receptor coincides with the |J 
expression of activating transcription factor 3 . a member of the 
activating transcription factor/cyclic AMP family of stress transcription 
factors. 

Aside from well-described dopamine and serotonin receptor blockade |^ ^ 
effects, cfozapjnf& may also be neuroprotective through its modulation 
of the p7.5 neurotrophin receptor (p75(NTR)) and superoxide 
.dj.^mMi^JI?.^?. 1 (S0D1) expression. 

In dissociated cultures of sympathetic neuroblasts, retmoic ad |p| -tl. 

inhibited the developmental increase in trkA. mR.NA expression and the 
developmental decrease in irkC mRHA expression that normally 
occurs in these cells but did not affect p75 mEHA expression. 

The 75-kDa protein was purified and analyzed by matrix-assisted laser IB 
desorption ionization time-of-flight mass spectrometry followed by 
postsource-decay profiling. p75 is a novel type I transmembrane 
protein of the Ig superfamily which is most similar to FPRP . 

Verifying that TNF is essential to development of particle osteolysis, iB ^ 
mice failing to express both the gSS and p75 IMF rece|?tors are 
protected from the profound bone resorption attending polymemthyl- 
methacrylate particle implantation on calvariae of wild-type animals. 

Nerve growth factor receptor p75 (NGFR) gene was investigated as a jpl ...f^ 
potential candidate gene in Meckel syndrom^^^ (MKS) because of its 
important role in embryonic development, chromosomal localization 
adjacent to the MKS locus and Meckel syndrome-resembling findings 
in knock-out mice phenotype. 

Neurotrophin binding to the p75 receptor modulates Rho activity and [B ^ 
axonal outgrowth. 

Differentiating enteric njiMroo'S showed high Ret, low p7S . and jSj ^ 

undetectable SoxlO immunostaining. 

Necdin-related MAGE proteins differentially interact with the E2F1 ffli ^ 
iims!^IWtmnfMtor and the p.75 neurotrophin receptor. ' ^ 

We tested this hypothesis by instilling E. coli into the lunqs of wild-type |Bj ^ 
(WT) mice and gene-targeted mice that lack both pS5 and p75 ^ 

re ce pto rs f o r T.NF-?5ll P.t).?^. • 

METHODS: We performed a conMct .hy|?.e (CHS) assay jpl 

on gene-targeted mutant mice ijNFR1R2-/-j lacking genes for both 
receptors (p55 and p7S) for raF-^3lpha . 

In contrast, mice with targeted deletion of the \3i55 or p75 TNF receptor, |p! ^ 
or of inteHeukhi"18 , displayed normal or higher pain sensitivity 
compared to their respective controls. 

We conclude that the neural crest cell population that arises from the |S] -Ji 
vagal level of the neural axis and that populates the stomach, midgut, ' 
and hindgut expresses Phoxgb, Ret, and p75 . 

In accordance with previous data, we also find BeMQirot>h.m^^ in the IB ^ 
targets of se.nsoBf .ns^^ (skin) and motoneurons Omiscte) and the '""^ 
OJSMlotropl^in.rsc^^ and trkB in sensory and 

The location and sequence of appearance of enteric neuron Bj 
precursors deduced from the explants grown under the kidney capsule 
or in organ cujtMre was very similar to that seen with the Phox2b , Ret, 
and p75. antisera. 
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Among many MAGE proteins, magphinins are closely related to |p| 
Mf?AGE, which mediates p7S neurotrophin receptor-dependent 
apoptosis, and necdin . which is a strong suppressor of cell proliferation 
in post-mitotic neurons. 

To elucidate the role that specific proinflammatory cytokines play in the 
induction of this process we examined the development of EAE in mice 
with targeted disruptions of the TNF pSS or p75 or the IL-1 p80 
receptors. 

All three types of mice (p55 deficient, p75 deficient, and normal) |J 
showed comparable rises in the levels of two acute-phase proteins 
(serum amyloid P and C3) at 24, 48, and 72 h after the experimental 
infections, and all of the mice showed comparable influxes of 
neutrophils to the site of infection. 

TjSiF->3Spha signaling through the p5S receptor (but not the p75 
receptor) is crucial in resisting S. pneumoniae infections, because 
intraperitoneal injection of 100 CFU/mouse killed p55-deficient mice by 
day 2 of infection, whereas 1 ,000,000 CFU/mouse was needed to kill 
half of the control mice. p55-deficient mice do not show evidence of a 
deficient acuU^-ghas^ 

lop 

The p75 receptor transduces the signal from o:?i?MLr*r^.^soc^^^ |J ...t^. 

Mice deficient in tumor necrosjs and p7S, 

[(LterjeuMn-^., or inducible i)JMc oxide are susceptible to 

endotoxin-induced uveitis. 

We have extended these studies to investigate the induction of p75 
tumour necrosis factor receptor (TMEng) shedding, another anti- 
inflammatory property of lL-10. 

In the thymus the p7S receptor was confined to medullary 
lymphoblasts and dendritic cells, which co-stain with the Tac protein of 

the sMfirteykjO-l. (IL-2) receptor. 

These results suggest that the hypothalamic ThIF receptor 2 (}>75) 
might play a role in obesity by modulating the actions of TNF-^||j) ha in 
conditions of Mptjra. resistance. 

Moreover, mice lacking pSS receptors exhibited increased |J| ^ 

degeneration of CA3 hippocampal MMons after administration of the 
excitotoxin M(?)JCJ5.€?id. compared with wild-type mice and mice lacking 
p75 receptors. 

These results are consistent with a mechanism by which \LA can prime jp] ^ 
I cejis and certain thymocytes for responsiveness to SL-2 by increasing 
IL-2Rx)75 chain gene expression, independent of general T cell 
activation. 

Here we examined their roles in regulating the cell-surface transport of 
apical p75 neurotrophin receptor (p7SNTR), basolateral low-density 
lipoprotein receptor (LDLR) . and tight junctional Cia^idin-I using 
transport assay in non-polarized fibroblasts. 

The enhancement of chemotactic response and hepar^.O.^M 
production was detected at NGF concentrations sufficient to ifully 
saturate both low- and high-affinity NGF receptors (NGFR), the 
neurotrophin receptor (e7S) and the trkA gene product, respectively. 

Pretreatment with 250 micrograms of the p75 construct delayed but did 
not avert death in this model, reducing peak bioactive TNFrajp.ha levels 
after infection from 76.4 ng mhl in control mice to 47 ng ml-i in the 
treated group (p < 0,05, two-sample t test). 
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Contact with the tumor cells stimulated NK.ce.ijs to proliferate, secrete pj 
f.F^y-gamma, IMFiraJpha, and soluble IL-2R, up-regulate cell surface 
expression of iL2R p55 and p7S as well as CD16 Ag, and mediate 
higher levels of antitumor activity in 51Cr-release assays. 

The domain structure of DAMAGE is similar to that of ^{RAGE , a jj^j -^f- 

MAGE protein that mediates p75 neurotrophin receptor signaling and 
neuronal apoptosis (Salehi, A. H., Roux, P. P., Kubu, C. J., Zeindler, 
C, Bhakar, A., Tannis, L. L,, Verdi, J. M., and Barker, P. A. (2000) 

M<?MQi). 27, 279-288). 

The f>75 low-affinity neurotrophin receptor (p75(LNTR)) appears to Ipj 
have various functions that include enhancing nm'.e.grQM^l.fe^^ 
(NGF)-mediated sun/ival by increasing TrkA (high-affinity HGF 
receptor) efficiency, and mediating apoptosis by acting as a ligand- 
regulated pro-apoptotic receptor. 

In addition, NGF induced autophosphorylation of TrkA and could |p| 
substitute for granulocyte-monocyte cMPJ3y"Sti|m|jMi.og.t^^ to 
trigger the proliferation of the TF1 cdj jm^^ with a half-maximal signal 
observed at 50 pmol/L, indicating that g75 is not required for DNA 
synthesis in this cesjLMn*^. 

The major products of translation of full-size 35S polyadenylylated |p| ^ 
virion RNA were gag-related polyproteins of 75,000, 105,000, and 
180,000 daltons CP75, PI 05, and PI 80, respectively). 

Overexpression of p75 translocated sieGdJn and M AS ErGI. in the |J -Ji 
proximity of the plasma membrane and reduced their association with 
E2F1 to facilitate E2F1 -induced death of neuroblastoma cells. 

Transfected NIH 3T3 cells express two 3611-MSV-specific polyproteins H| ..s^. 
(P75 and P90), both of which contain NH2-terminal gag gene-encoded '^'^ 
components linked to the acquired sequence (v-raf) translational 
product. 

However, it should be kept in mind that c^okmes were also argued to jjj 
provide beneficial effects in bram .mjury. as inferred from studies with 
TNF-receptor knock-out mice (|>55 and p75 knock-out), which display 
increased sensitivity to bramJ.scMm and the capacity of j.Lrl to 
elicit the state of ischemic tolerance upon repeated administration. 

In contrast, p7S(-/-) knockout mice exhibited exacerbated EAE, iffij 
enhanced Thl cytokine production, and enhanced .CD4(+) and F4/M 
(+) CNS infiltration. 

Expression of pJS, TrkA. JjM3. and IrRQ was examined In mouse |J 
r^tsoas by means emmMllohL^toc in the postnatal 

development of normal and rd/rd mice (C57BL/6J). 

top 

ILrlTQiceptor: expression in autoimmune MRL-lpr/lpr mice. The |J[ 
expanded L3T4- . population does not express p75 and cannot 
generate functional high-affinity iL-Z m.cegtors. 

Here we show by microsequencing that the peptides derived from the B — 
purified p75 and gSS subunits of NHP1 from HeLa ceHs have between 
64 and 100% identity with the human Ku Mto<?Ms®0.- 

This study was undertaken to analyze the occurrence of low- (p.75) and jp! ^ 
high-affinity (TrkA., TrkB and TrkG) neurotrophin receptor proteins in 
human and mouse sai.Svary.gia !m?BMnQ,hMocM^ 

Tumour necrosis factor (TNF), jointly referring to Jt^f alp ha and TUf jffl 
beta, is a central mediator of immune and inflammatory responses; its '^''^ 
activities are mediated by two distinct receptors, TlSiFEl (pSS) and 
(p75) (reviewed in refs 1-3). 
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Furthermore, we correlated MMP-13/TIMP-1 RNA abundance with |lj 
activation of the transcription factors AP-l and NF-kapj>aB in the lungs 
of C57BLy6 mice, and of mice deficient in one of the two types of TMFR 
{p3M-/') orp7.5(-/-)), exposed to silica (0.2 g/kg) or saline by 
intratracheal instillation. 

Recently, it was reported that the IL-2R (whose p75 beta-subunit 
shares sequence homology with a known murine IL-3R subunit and a 
common beta-subunit of the human IL-3R and .g.ranM<?cy.ter 
.fX3.?icropjxage colony-stM^u^ LQM.cCSFJ receptors) can 

physically associate with and regulate the activity of the SRC-family 
PTK, f?5SrLCK. 

LPS induces secretion of p4Q . but not of fL-l 2 p75 . as detected 
by specific EUSA. 

Of these, only p7S and a trace of p8S were detected, by 
immunoblotting, in extracts derived from rj^Lrl celLnuc 

BiUm upregulated expression of the p7S receptor, but not the p5S 
receptor, in the C57BL/6, BALB/c, and 129/J mice. 

The p75 neurotrophin receptor serves as a receptor for all known 
neurotrophins, including NGF, BD^iF, Ulrl, and MTr4/S. 
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A role for |>7S neurotrophin receptor in the control of apoptosis-driven hmx 
follsde regression. 

To examine the mechanisms that underlie the neurotrophin-induced, apoptosis- 
driven MiL.f QjMcjfi involution (catagen), the expression and function of |>75 
neurotrophin receptor (eISMIE), which is implicated in apoptosis control, were 
studied during spontaneous catagen development in murine skin. By RTrPCR, 
high steady-state pZSNTR mRNA skin levels were found during the anagen- 
catagen transition of the hasr foHid^^ Bv immunohistochemistrv, pTSNTR alone 
was.Mrong!y.expiessed 

root sheath, but both p7SNTR and T rkB and/or T rkC were expressed by the 

npnregressing JMNEL-/BcJ2±„„„secon.4 germ ksratLo.ocjftes,. To 

determine whether pZS^fTR is functionally involved in catagen control, 
spontaneous catagen development was compared in vivo between p75NTR 
knockout (-A) and wild-type mice. There was significant catagen retardation in 
pZSNTR knockout mice as compared to wild-type controls (P<0.05). Instead, 
transgenic mice-overexpressing NGF (promoter: K14) showed substantial 
acceleration of catagen (P<0.001). Although NGF, ferMfXxdMLvsd.neur^^^^^^ 
fe.ctor CBDNF), and Myj&trophm...?. (MTrS) accelerated catagen in the organ- 
cultured skin of C57BL/6 mice, these Mumtrogthins failed to promote catagen 
development in the organ-cultured plSMT.R null skin. These findings suggest 
that g75NTR signaling is involved in the control of kerotinocyte apoptosis during 
catagen and that pharmacological manipulation of eZSNTR signaling may prove 
useful for the treatment of hair disorders that display premature entry into 
catagen. 
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